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Multiple autoimmune phenomena preceding a lymphoproliferative disorder
To the Editors:
Karunatilake and Pidcock [1] recently described an interesting patient with autoimmune manifestations, cytopenias and lymphoproliferation. However, the authors did not comment on several important aspects. Did the patient have any lymphadenopathy, and was there a family history of a similar condition? Was the presence of double negative T cells in the peripheral blood looked for, was an aptotosis assay done, and if abnormal, were relevant Fas pathway gene defects looked for? The patient described may in fact have had the autoimmune lymphoproliferative syndrome (ALPS).
ALPS is an inherited disorder of lymphocyte apoptosis associated with autoimmune cytopenias and lymphoproliferation. These patients have an increased risk of lymphoma. It is the first human disease whose aetiology has been attributed to a primary defect in apoptosis, ie programmed cell death (PCD). Most cases are associated with heterozygous mutations in the Fas (TNFRSF6) gene. Mutations in Fas ligand, caspase-8 and caspase-10 have been found in some patients.
With increasing awareness, adults with ALPS are now being diagnosed more frequently [2] . Its detection helps plan appropriate management and allows family studies to be undertaken with a view to genetic counselling.
In 1967, Canale and Smith [3] first described five patients with autoimmune cytopenias, splenomegaly and lymphadenopathy. Sneller, et al [4] found increased numbers of double negative T cells in two other patients with a similar presentation. They also proposed that these patients might be the human equivalent of a murine disease caused by lpr and gld mutations. In 1992, lpr mice were found to have defects in their Fas gene [5] . Thereafter, Fas mutations were found in patients with ALPS [6] . Some patients first described by Canale and Smith, were also found to have Fas gene defects. Recognition of similarities between ALPS patients and mouse models (lpr and gld mice) allowed scientists to demonstrate Fas gene mutations in patients with this condition. This illustrates a situation where mouse genetics specifically directed scientists to finding the cause of a human disease. Finding defects in the Fas apoptotic pathway in some ALPS patients also helped to study this physiologically important pathway in detail. It has given us an unique insight into the control of programmed cell death, lymphocyte homeostasis and the termination of an immune response. This in turn has added to our understanding of malignancy, and apoptosis, and has had implications for targeted drug design.
